PCT/JP2004/003978 



0 # m # ff 

JAPAN PATENT OFFICE 



23. 3, 2004 



v> & ^ ^ t |W| — & & i £ IE ^ 1" £ o 

This is to certify that the annexed is a true copy of the following application as filed 
with this Office. 



m m * n b 

Date of Application: 

Application Number: 
[ST. 10/C] : 



2003# 3^253 

#0 2 003-083943 
[JP2003-083943] 




tti H A 
Applicant(s): 



\ 

\ 



Commissioner, 
Japan Patent Office 



2 0 0 4^ 4 J! 2 2 H 





1 1 1 — -r* tL-+* r\ r\ r\ a r\ o A a 1 O 



mm 2003-083943 



^— y : i/E 



warn*} 
mm*] 



PF23-089 
A61K 7/00 

fli^JllilMj|?RTlT^*IE:±p B p«l 2f 13f 

sea » 

593106918 

mm w~ 

081397 

21.000R 

wmw i 
i 

mmm i 

3? 



ttigE# 2004-3034418 



#M 2003-083943 



1/ 



[0 0 0 1] 



ffiSE# 2004-3034418 



#0 2003-083943 



^-v: 2/ 



[0 0 0 2] 

Saussure aJK^JRi-*ffife^^>W«im!»S:*tr^£% (§^12) 
[0 0 0 3] 

LfcftJft** (#^m8^9) „ x^^j^Sm^J »tf 1 0) RTF 
A9^^>5MW»^***9^^-*B^"(»IW«1 oxiri 1) **** 

[0 0 0 4] 

v»it^?», —«:w&isjb v* 0 

[0 0 0 5] 
[0 0 0 6] 

tfJiE# 2004-3034418 



#M 2003-083943 



3/ 



*l t> (D^ftm t urn* & ^t*^o 

[0 0 0 7] 

1 1 

1* 07tiJ Lfr^fb&p^ 162-1771, 2 0 0 1^3^310 W> 

1 JSIIIMt 

[##fr^0i;2] 

V a r a n i , J . , et a 1 . , All-trans retinoic 
acid stimulates growth and extracel 
lular matrix production in growth— in 
hibited cultured human skin fibrobla 
sts. J. Invest. Dermatol., Vol. 94, No. 5 
, p717-723, 199 0. 

Taj ima, S. , et al. , Elastin expression i 
s up— regulated by retinoic acid but not 
by retinol in chick embryonic skin fib 
roblasts, J. Dermatol. Sc i. , Vol. 15, pl66 
-172, 1997. 

Zouboulis, C. C. .Retinoids: Is there a 
New Approach?, IFSCC Magazine, Vol. 3, N 
o . 3 , 2 0 0 0 

»tf 1] 

mm 2001-278783 



ffiSE# 2004-3034418 



#M 2 0 0 3-0 8 3 9 4 3 ^- v : 4/ 

#Hfi 2 0 0 1 - 3 1 6 2 4 0-^<&l& 

[#fFMfe3] 
JffUS 2001-348338 ^-<2r^ 

2002-2992 3"^<&$l 

MHtt« 5 ] 
# PB 2002-2998 0-^-<2r^ 

#P?fl 2002-5342 7-^-<2r$fi 

#HS 2001-316275 

[#l^^8] 
^H3 12 1957f 

#§B 2001-72571 -^<2r#fc 
0] 

#12 0 0 2-2 9 3 7 4 7 -^<2r# 

[#1^0$: 1 1 1 
#12 0 0 2-2 0 5 9 5 0^-<2r# 

' [#SM 12] 

5-286864 -^<£fR 

[#ff:£in 3] 

#Hrfjl 2948818-f" 

»tf 1 4] 
#12000-169328 
1 5 ] 

mm 2000-169332 

mwicm 1 6 ] 

mm 2002-255448 



ffiiE# 2004-3034418 



#H 2003-083943 



5/ 



[0 0 0 8] 

*&mi*. mm.*, t Y&mmmwmm<Dim*7-r^Rv?/x&^7x?- 

[0 0 0 9] 
[0 0 10] 

i . y-jT'j > Lmx7-yvm&teMX.&/xi*x-?x s ?->m&.ifcm 

3 . jfeJt^flSl»JlJ|-C**tWr8B 1 * 2 ICgBfeO&ftVK 

4 . .£U**WB-T?**tfriB 1~3 

5 . Htrffi 1 ~ 3 <£>v>T *t^*c|B*lOJftJft* 

[0 0 11] 

y'jY'J> (Si lymarin;CAS No. 65666-07-1) i± 
n ^^f4"7'J TT^f^ • t 1 ; T^ASilibum BariamM Gaertn> 

tfjfrfcWTifS. 5;l/*T-*fS ;CAS No. 8 4 6 0 4- 



2004-3034418 



mm 2003-083943 



6/ 



2 0-6) frbjtom2ti2>7 7#y W-1-><Dlt&fr£lb*)> ^C2 5H 2 2 
O i o"^S*L&, v'J tf> (Si lybinlCAS No. 22888-7 
0-6) , y'J VT~y (S i 1 y d i a n i n ; CAS No. 29782- 
68-1) . -> U ^ V (Si lychrist U;CAS No. 33 

889-69-9) ^ 'f V v y If > (Isos i 1 y b i n ; C A S No. 7 
2581-71-6) %£*^VX^2>®.J&%!JX$>& (^#^^5) 0 «l 
BJK&^Tli. 7') TT*f ^fflffi%l'^^^itLf><7)-7 9^V y 

^•trv^a^^^^tf^iwut, ->y^y >tu?^o *fc->y ^y >i»ffi 
<dm f)77 *v y ^ ><dm^x$> 19 > <£fti?>:£:iret±, ~> y y > £ lx<d 

K^-cfc, ±ifi^:^rM^I«tJ^*^^^oT^vy tr>tc^t/cit» 

[0012] 

<7)v*Yu-7 4-ym, &m^vmm, ^.m^im^wwum^ jsl xm 
*£(Dftmmfrhmmum^mti:m.jm wtt 13) > mmmM^v 
rmtm (#^t 1 4) . %mfr%wmm mmcski 5) . m&vumt* 

[0 0 13] 

t^VJ^ij xiioi^atiS^tLT, rfcM£*LTv>& v-y ^y 

y *y*^>\ 'fvy'j tr y^y xDmrn^^MmLtzmmmw 



miE# 2004-3034418 



#12 0 0 3-0 8 3 9 4 3 ^- v ! 7/ 

[0 0 14] 
[0 0 15] 

1, 3 -^f W^'J rr-;VJ5:^#flfiT;vn-;K -^-7^K T-fe h >> Sfc 
[0 0 16] 

*»w^»t**>y "^y v*-6-tp*wflttt. hmmm-* ms&i&z 

tt/t & <d Zflzmir h i ^ § & o 
[0 0 17] 

ft <*> l± 0 * loJJn $ -g\ iPlM , *tt*U8Ultfc if J: »> 3 1 £ £ S & L fc> 

[0 0 18] 

o 

[0019] 
[0 0 2 0] 



ffiiE# 2004-3034418 



#M 2003-083943 



-^-vl 8/ 



y _ _ c; $ ^Jci^ta^p ^ ^ir^ '^<^ ^ o*fflbnxAJ& N / < > % 

[0 0 2 1] 

0. 0 0 1-2 Oft%^ll^*^^i:^t U^o ->'J v'J V^ttfftftf 
4fc{±m^«im^i:LTfflv^^^M^, ->y trvfc&JtLTO. 00 1- 

Zti^tiO. 0 1-6 0M%E-fr1-* tv», 
[0 0 2 2] 

. o i g~i o e ommxm±mmLx, 1 nt^iitscMtiffl-ei^o 
tuiBiH. i g~2 5 g<Dmmxm±mm\^r, imtfciz&mi'frw 

[0 0 2 3] 

miiE# 2004-3034418 



mm. 2003-083943 



9/ 



^> xmmwM, msrmxttfa *r ph 

[0 0 2 4] 

?ttk /<-A««u ^n-y\ -t^n^^yA, ®4ttfft> ^tvyfil^lttl 
„ $yvV s ^^/f'j7D->, ;*#n<7 N 7^rA V 

[0 0 2 5] 
[0 0 2 6] 

SiRBIIlSSli: Lt> ^V^Bfc, *"r 

rwK, *W>Bk V^-^SJU "J7V>E (DHA 
) „ x/f3t^V^x>f (EPA) ^ s ^f hftko 
[0 0 2 71 

[0 0 2 8] 

^yD^ft7|W <b*t&o • 
[0 0 2 9] 



mfiE# 2004-3034418 



#S 2003-083943 



^-v*: 10/ 



[0 0 3 0] 

[0 0 3 11 
[0 0 3 2] 
[0 0 3 3] 

c* & o 

[0 0 3 4] 
[0 0 3 5] 

^tlt, 77t*7^A, h 9 ifiJ y y if&s ?T 

5&;^*^v^^-;vt , >'7 p v. 3 7 -r/> 4f9*->, 

, *;v*>y^f;^;VD-^tf (CMC) , 7WUtb'JfA, 

#;V***->ts*-;V*-iJ-7- (CARBOPOLf) foei^ls^ 

[0 0 3 6] 



tbSEi^F 2004-3034418 



mm. 2003-083943 



^-v: 11/ 



*my, 7**Xby>\ CMC t Kn^fyxfH^n-^, 

[0 0 3 7] 

jtfy-xf-i/vftjfc. ^'j^fi/'/t*, -b^n-^t^ ftMaefeWk 
[0 0 3 8] 



[0 0 3 9] 
[0 0 4 0] 

/nei/V^P-JK 1, 3-^fW>^3-^ 1, 2-^>^>^- 
[0 0 4 1] 



ffi|E# 2004-3034418 



#0 2003-083943 



: 12/ 



, M^/f-Af^WiW s fHo *^7^^ 

7i^, 3>xn, -/K^*;*> sj^Xx.*;^ rMJ2#x*;^ tT7J- 

-fevyji^, p(i;n-hjc^x 
„ fi^V^^T^ i"??^?*-**, W7 7X^, ^ 

xx^^, yw^i;*^**> ^x^|^ttlJift?:flfK}:^iS 

o * 

[0 0 4 2] 

)\<n, m\, mm, n*M. bmm, mu %n. yn-ym m-v-mm 

$fcW#k ^y^k j-TV-;v^^Mt'iibTv^ 0 

[0 0 4 3] 

miE# 2004-3034418 



&gg 2003-083943 



^-v! 13/ 



o 

[0 0 4 4] 

mmmi 

KO^^WW^ry K (DMSO ; ft3fc*6iS) ^ IS 
n 9 ~^>m^M*iJ^7«M£ ttrv^ Wmtik tLTVf/'fvf (a 1 1 
- t r a n s-W>f>» J *nft*B2SS) > Lt^IV ( 

Soyasaponin ; Sftttfttt*) £«fflt£ 0 ^W^DMSOi:! 

Infill' LT> yy-7'J > (S i 1 yma r i n group*, y^v-TA'Ky 
[0 0 4 5] 

JEW* h^Jtftll^m (&TNFB) ; CCD 1 0 5 9 (^cB*»*i *)M 

X) *&mmmmm&migik ; f gm -e 3 7 *c- 5 % c o 2 ^ 

m^- (l^g/ml) . -r>->o.i;> (5mg/ml) . y>^v^f-» (5 0 
^g/ml) . T>7tfyy>B (50^g/ml) Sr^sin Lfc i> <DX"$>% 0 

[0 0 4 6] 

NFBtrFGM-e5X 1 0 4 /m 1 b&2>&7 fcMMW$& L% <*> 9 Omm^t 

ffiSE#2 004-3034418 



#M 2003-083943 



^-v: 14/ 



t-V vZ/^-lzi OmlfoJIIU 7 0 % 3 > h $ T'^*t 

fc„ &it^%!) £ L F G M £ 10ml /tV y ^TiMU 2 4 
I^IHIi$«bfeo ^-tWtS^HHXU 15 0G. 5#WS<fcLT#5tt*IBll&*l&* 
L/cm. 1 2, 0 0 0 G, 3 0^^ttiMtlt*Lfeo 8 0%fe*nKfc 
& i T C«7>^^^ A ^iJllLT 4 tt-»t/;o 1 5, 0 0 0 G. 3 
•OMMU^W^S^WI^^ 2 0mM Tr i s-H 

CI (pH7. 5) l:|)|Lfco 20mMTris-HCl (pH7. 5) t» 
4l;ir-BMm 2 0Mi^^^C2 0mMTris-HCl ( 
pH7. 5) fcillx^ ^x^ r/ 7 a f ^ > > t L tfflv^: 0 
[0 0 4 7] 

*yy~7)\,xip<D9 SWR* S D S-PAGEfMi - h n-lr;i/n-^Ml* 

%<z>iftj£Hfc&J:3fco. i%o#ys*-4r'>j.^-v> (20) y;v^^;7 
0 $i$ io. i%o#y**->^f-v> (20) v)v\£9>*:; ^^v- b£ 

<&tr P B S} "C^m, -#t#b# lft»ifc-C 5 0 0 n g/m 1 fcPKLfc 11^ 
7~-r>!,ztti-&tfV fu-l-frffifc (n^7 N /F) } i:SL> Ifit 1 B#FH 
EJ&S-frfco fljitM£U 2 5 0 n g/m 1 £W»Ufc*-*9 

7*4 y v^/N°-pf^v^-^lt^j5L^-9-^M A/ ^n^U >G) HSL, gig. 

[0 0 4 8] 



mtE# 2004-3034418 



mm 2003-083943 



i-i?: 15/ 



[II] 

mi] 







1. 


0 




2 5 0 nM 


2. 


0 




5 0 0 nM 


1. 


4 


v-y >- 


1 n g /m 1 


0. 


9 




5 ft g/m 1 


1. 


8 




lOftg /m 1 


3. 


4 




lOfig /m 1 


0. 


9 



[0 0 4 9] 

v->;^vj 5^1 0 az g/m 1 t?#LSL*:B#Kti, i^g^SS^Jt^T I 
~C. -f 2 5 0 0 0 nM^&3L*:Ht&::<i> ^S^fMlc 

. BrttWHSi: b"C, 1 0 fx g/m 1 -e^aL7tB#^(i N «31^j- 

[0 0 5 0] 

NFB^FGMt5X 1 0 4 /m 1 fcfc* J: d fcJ&i»1PIS£U <I> 9 Ommig* 
7-V r/^C 10ml fofSL, 7 0 %n ftlt^^^tL 
fco ^t^%&#^Jg^2inL7 b cFGM£ 1.0m 1 /tV 7.vat«L> 2 4 
«PWJSf*b3to **±»**EHXU 15 0G, 5#M*'kLT#3iaBJfe4:lfc* 
Lfcfc, 1 2, 0 0 0 G. 3 0^FIMtt»it«:i*t^= 8 0%«!»»:4 
& i ? t:«T A IT 4 tt- |fe«#Lfco 1 5, 0 0 0 G, 3 

05H8&'kLT* W^KfcifcPfci^ ±»«rlfe*». 2 0mM Tr i s-H 



tBSE#2 004-3034418 



#SI 2003-083943 



^-v: 16/ 



CI (p H 7. 5) KfeMLtZo 2 OmM T r i s -HC 1 (p H 7. 5)4- 
X\ 4 ICC— IftfctfflL 2 0HIl«4J;M:2 0mMTris-HCl ( 
pH7. 5) &j&D&* W^vyn-yf^^ir/^VtUlv^o 
[0 0 5 1] 

*)-y?)i<tip<D? S DS-PAGEt^lE ^hn^i/n-^ic 

%<7)jKK£& id £0. 1 %^'Jt^yxfV> (2 0) v;nf^>*/7 

o 10. l%0* s 'Ji^yifV> (2 0) V)V\£?>*y y^ls- b£ 

^•tf PB SI -e^m, -^iiuffc |?5fci#-irC5 0 0 ng/ml tdp^L^^^X 

-££o 5 0 n g/m 1 KPHBLfc*-* y y 

p B i£0&£-££o sfcif^ e c l ^7 ^ ^ ^ >y n 7 f r/ ^'tai^i (rv 

v^A;M *HM^>*tt) Zm^Xtk&LfZo tfz, |£ffi£*L*:^> K£-M 
[0 0 5 2] 

A> K) ICMLT. ®^l¥*f^J: t 9^MbL^^=l:^2^-r o 



ffiiE# 2004-3034418 



#M 2003-083943 



i-i?: 17/ 



»21 
[*2] 







1. 


0 




2 5 0 nM 


2. 


8 




5 0 0 nM 


1. 


4 




1 fl g/m 1 


O. 


9 




5 jug /m 1 


1 . 


1 




10m g/m 1 


4. 


7 


^ll/i/fy 10m g/m 1 


1. 


1 



[0 0 5 3] 

«>i;-ry viOja g/m l ©aurtM&**rau;fciiSfc:i±, ^aMPi^Jt^ 

tX7^f>14^4. 7fe^ii$tL^o BttMittt, WV^lfeS^ 
5 0 nM&tf 5 0 0 nM?)i«««:MLf;l|l:lt te&SfcHlSfcJfc^T J. 

l^SVyf^^: 1 0 fi g/m 1 a«-CjW16*«ab*:l^^tt. »I*fIt 
[0 0 5 4] 

[0 0 5 5] 



miE# 2004-3034418 



#H 2003-083943 



^-y: 18/ 



[0 0 5 6] 

imrnm 



(1) XtT'J ;V7^3 — ;W 6. 0 

(2) XxTUvm 2 - 0 

(3) 4 - 0 

(4) Xr5"7^> 9- °. 

(5) i^f;VKf*/-^ 10. 0 

(6) POE (2 5) -fef^rJVn-^i-TJV 3. 0 

(7) ^yXrT'J^n'JV 2. 0 

(8) y'JVJV 0.1 

(9) WjBM ^* 

(i o) ^* 

(11) 1, S^fV'^ya-^ 6. 0 

(12) PEG 1 5 0 0 4.0 
(1 3) MbK 



[Sft] ±IS^ (l) ~ (10) £8 OtCMiiLii^t^o ( 

i i) ~ (i 3) ^ 7 ov^mmmMLT^-mti-^o m^~7^^^ Ktu^i 

(1) y'Jvr/ 2 0.0 

miiE# 2004-3034418 



#M 2003-083943 



^-v: 19/E 



(2) %m 

(3) 



6 5. 



0 



14.0 



(4) ?T-if& 



1. 



0 



[0 0 5 7] 
[0 0 5 8] 

[mi] vyvy >jcj:«i&jt«|j|^ £ JWl!&^*»t& iS^-^oj^t&i 



mSE# 2004-3034418 



2003-083943 



1/E 



mi] 



to Ol 
CJI o 

o o 



(nM) 



(// g/m I ) 



W 

v 

V 



[0 2] 



O N> Ol 

Ol o 
o o 




(nM) 



ill g/m I ) 



c 

V 



ffiSE# 2004-3034418 



mm 2003-083943 



^-y : i/E 



mm 

[MJRM] % to 



tBfE#2 004-3034418 



mm. 2 0 0 3-0 8 3 9 4 3 ? • 1/E 



#M 2003-083943 
50300485470 

0 0 9 4 

¥tl5^ 3H26H 

<fS7E'lim • #flD'lif#&> 

[JimH] ¥J&15^ 3£25H 



£tiiE# 2004-3034418 



l/E 



#0 2 003-083943 
[H I A 1 I tt I 



1 . ^M^M S 



[593106918] 



1993^ 5B130 



1 0 9#i& 1 



m ilC -S- ftfiFfi 9 n n /I _ Q ft 1 /) /( l o 



